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TEVETER HCT

eprosartan mesylate-
hydrochlorothiazide
tablets

600 mg/12.5 mg
600 mg/25 mg

APPROVED

NOV 1 o0t

The pooled popukation pharmacoidnetic analysis from two Phase 3 trials of 299 men and 172 women with
mild 1o moderate hyperiension (aged 20 to 93 years) showed that eprosasian exhibited 3 poputation mean
oral tearance (CLF) for an average 50-year-oid patient of 43.5 LAw. The population mean steady-state vol-
urme of distribwtion (Yss/¥) was 308 Bers. Eprosartan pharmacokinetics were not influenced by weight,
race, gender or Severity of hyperiension at basetine. Oral clearance was shown 10 be a koear function of age
with CUF gecreasing 0.62 L. for every year increase

USE IN PREGNANCY

When wsed in pregnancy during the szcond and Wird frimesters, drugs that act directly on the
renin-angiotensin system can cause injury and eves death io the developing felus. When
pregnancy is Oetected, TEVETEN® HCT Tadlets should be discontinued as s0on as possibie
Set ; y and Mortality.

DESCRIPTION

TEVETEN® HCT 600/12.5 and TEVETEN® HCT 600r25 (ep mesylate- hde) com-
bines an angiotensin B receplor (AT sublype) aragonist and 3 diuretic, g
TM‘I'EH'WM:Mmm]unmwmwmwwmllmuwﬂmmm
um-mpepmmmm y described as the

2-butyt-1-(p 2 S-acrylic acid. Ms empirical formuls is
CroMauNr045-CHI03S and molecular wrmsmsﬁ Rs structural formula is:

woropcn,

.

tpmmmzn-mmmmmmcmwusm»hm freely
soluble in e1hanol, and mens between 248°C and 250°C. is 6-hioro-3,4-Giydvo-2 H
1,2.4-benzothiadiazine-7-suffonamide 1,1-dioxide  ns empirical formula is CyHyCING0.S7 and its
structoral lormula is:

Hydrochiorothiazide is a white, umuhym crysialine powder with 2 molecular weight of 297.74,
which is shghfly soluble in waler, mmyswﬁemmmmmmmm

y crosses the placental but not the biood-brain barmer and & is excreted n breast mik.
Special Popuiations
Pedtric: Eprosaran

have not in patierss younger than 18 years of age.
Genatric: Foowing single oral dose 20ministration of eprosastan to healthy eiderly men. {aged 68 to
78 years), AUC, Crmae. 20 Tonue eprosartan values increased. on average. by approximaiery twolold,
compased 10 heakhy young men (aged 20 10 38 years) who received the same dose. The exient of plasma
protein binding is not influenced by age.

‘Gﬂwmnmmmhummpﬁmwmmmmm

women following single oral dose adminsstration of eprosartan.

Race: A pooled poputation phanmacokinetic analysis of 442 Caucasian and 28 non-Caucasan hypertensive

msmmnmmmmmummnmmnmdwmwm
Folowing 200 mg b.id. for 7 days, patients with mild

increased
mmmwwmmmkmmmmmww
mmm:rwmmmc.)mm on average, by spproxmakely 40%
in men with decreased hepatic mnmmm-mmmwmu
eprosartan. rmmdmm protein binding was nol siuenced by hepatic dystunction. No
605a0¢ adyustment is necessary Jor patients with hepatic Impairment.
Drog Imeractions.
Eorosaran
C o . o N with digaxin had no effect on 3 singie oral-dose digoon phar-
L C L of ep wnmmanocﬂmmsma,suu
prmwnhmmmm(lm) uﬂw-
mnmumummummmm Epmsamn
‘were not affecied by
P&mﬁ?lkwm 219, ZDS.TE Muhrﬂm MMMMW
by potent

centralions were not afected
inhibitors of CYP3A and 2C9, respectively.

TEVETEN® HCT is avallable lor orat adminisiration in flm-coated, non-scored, capsule-shaped tablet com- £omsartan-thdrochiarothiazde
binations of eprosartan mesylate and hydrochiorothiazide. YWEmmmzsmmzmu There is no pharmacokinetic nteraction between 600 mg ep and 12.5 myg hy
mesylate (squivalent 10 600 mg d125mg ’ and Clinical EMects

colored tablel Eomsatan
mmmmmma P mesylate (equivalent Yo 500 mg 3nd inhibits the ic ettects of in W intusions in healltyy 30ult men. Single pral

mmmdmmmm-umuju_cnm Inactive ing! of boih tablets: s oo doses ol eprosanan from mmummmmmnmmmm renal vasocon-
Whose, factose starch, Stearate, and puritied wites. striclive and aidasterone secretory efiects of infused angiotensin B with complete infbition evident 2t
ingrechents of the Opadey® OY-A-3736 T coating: ghyool 400, doses of 350 mg and above. Eprosartan inhibdts Dhe pressor effects of angotensin Il inusions. A single oral
thaniym dioxide, mm':mwmmvﬂw N%MMWM“W‘S‘W':: dose of 350 mg of eprosaran infwbits PrESSOr effects by approimalely 100% at peak, with approxmately

triacetin, titanium doxide, o

coating:
red, and iron oxide yeow.
CLINICAL PHARMACDLDEY
Mechanism of Action

Eprosaap
Angiotensin |l {Jormed trom angiotensin | in a reaciion catalyzed by angiotensin-converting enzyme [kini-
nase B)), apvlmm\sunu s The prvkipal pressoi agent of the remin-angiolensin

. synthesis and secretion by the adrenal cortex, cardiac contrac-
mwmusmmﬂmmmmwm and smooth muscle cell
prowth. blocks the and secreting eflects of angiotensin § by selec-
Tively blocking the binding of angictensin A o the AT, recepior lound in many lissues (e.g., vascular
smooth muscle, adrenal gland). Ihemsmmﬂzrmplulmmdmmlssuesmlsmlbmlo
be with does not exhibR any partial agonist activity at
he AT, recepior, Iis affinity Tos the AT; receptor is 1,000 times preater than for the AT; receplor. i vitro
banding studies indicate That eprosarian s 3 revessible, competitive inhib&or of the AT receptor.
Blockade of the ATy recepior removes the negative feedback o angiotensin il on renin secretion, bt the
resulling increased plasma renin activity and Grculating aniotensin # 00 nol overcome the effect of
eprosanian on blood pressvie.
TEVETEN® HCT nesylate

does not inhibA kininase 11, the enzyme that
converts L ¥ and degrades i, whethes this has cinical relevance is nol
known. nmmmvownuxnum mm-uwlnuwmrmmwwhwﬂmh
candiovascutar regulation.

therochiprotharide

Hydvochiosathiazide is a thiande divretic. Thiazides atfect the renat tubutar mechanisms of electsolyte reab-
sorption, directly increasing excretion of sodium and chioride in approximately equivalent amounts.
Indirectly, the diuretic action of hydeochiorothiazioe reduces plasma volume, with consequenr increases in
PRSI renin activity, increases in I00SIT0ne SECrelion, INCreases in UTAAfY PORRSSIUM J0SS, and decreas-
es in serum potassium. The renin-aldosierone lnk is medwated by angiontension N, so coadministration of
an angiotension I seceptor antagonist 1ends 10 reverse the potassium Moss associated with these diwretics
The mechanism of the antitypertensive effect of ihiazides «s unknown.

Pharmacokinetics

Generst

Epmsanian
3 single 300-mg oral dose of eprosartan & approvdmately 13%.

mmmummummmmwmnmmmmmm
sirated in healty a0uk men. in patients treated , there was 2 twalold
mtmwllmm“amwnmmmwmm
Terone levels remained unchanged. Serum Potassium levels also remained unchanged in these pabents.
Achievement ol maximal biood pressue fesponse 1o 3 given dose i Mast patients may Lake 2 10 3 weeks of
Ireatment. Onset of blood pressure reduclion is seen within | 10 2 hours of dosing with lew instances ol orho-
static hypotension. Blood pressure control & maintained with once- o Twice-daily dosing over 3 24-houi
period. Discontinuing treatment with eprosartan does nof lead i 3 rapid rebound increase in blood pressure.
There was no change in mean heart raie in patients treated with eprosartan # controlled chnical irials.
Eprosartan increases mean effective renad plasma flow (ERPF) in salt-replete and sak-resincted nomnat
subjects. A dose-related increase in ERPF 0l 25% 1o 30% octurred in sak-restricted normal subjects, with
the Effect plateauing between 200 mg and 400 mg doses. There was no change in ERPF in hyperiensive
patients and patients with renal insufficiency on normal sakt diets. Eprosarian 0k not reduce glomerulr -
tration rate in patients with renal of in patierts with ion, aftes 7 days and 28 days of
dosing, respectively. mmmwwmm:mw-:wruqmmnu
not change fractional excrefion of sodium and potassium.

Eprosartan (1200 mg once dasly lor 7 days or 300 myg twice dally o 2B days) had no eftect on the excre-
bon of wic acid in healthy men, patients with essential hyperiension of those with varying degeees of
renal insutficiency.

There were no eftects on mean levels of fasting
lesternl or fasting plucose.

Clisicat Triats

Eprosaran

| LDL cho-

9 , total . HOL

resytate

The satety ang efficacy of TEVETEN® {eprosartan mesytate) has been evalusted in controled clinical triats

nde that envolied patients with skting D8P ranging from 95 mmég 1o
< 115 mmHg. rrmusomwmuscuwmuwmumumm
dnugs in more severe hypertension.
The antinypertensive eftects of TEVETEN® was demonstrated principally in five placebo-controlled brials
1410 13 weeks duration} including dosages ot 400 mg 1o 1200 mg given once dadly (Two Studkes), 25 mg
% 400 ing (wice daily two sthudies). and one study comgaring totz! Jaily doses of 400 mg lo 800 mg piven
once Gaity or twice daily. The five studies included 1,111 patients randomized 10 eprosarnan and
395 patients randomized to mmmwmmmm
nmmmmmmmamawmmm mmmmm

wilh diflerences

bicavailabily fohawing 3

Eprosartan plasma concentralions peak 21 1 50 2 hours afier a0 oral dose in the fasted stale.
Mmm«mmwmmmm-mq«zsmmc..umm
which do not appear chnically importaM. Plasma concentrations of eprosanan increase in a slightly less.
than dose-proponional mannes over the 100 mg 10 800 mg dose range. The lesminal elimination hak-ile
of eprosartan tollowing oral adminisiration is typically 5 10 9 hours. Eprosartan does not significantly accy-
mutale with chronic use.

Hwdrochiorothiazide

When hydrochiorothiazide plzsma levels have been fohowed for 31 least 24 hours, the plasma hall-ie has
been observed 10 vary between 5.6 and 14.8 howrs.

Metabolism and Excretion

Eprosartan & ekminaled by biary and renal excretion, primarily as unchanged compound. Less than 2%
ol an ol dose 15 excreted in the urine a5 a glucuronide. There are no active Metabolites ing oral 30
intravenous dosing with [14C) eprosarian in tarman subj Eprosartan was the only drug-related com-
pound found in the plasma and feces. Following iniravenous [*4C] eprosartan, about 51% of the material
is recovered in the feces and about 37% i the urine. Following an oval dose of [*C) eprosartan, abou! S0%
& recovered in the feces and about 7% in the urine w»mmmnmmmnmnm
onne was an acyl glucutonide of eprosaran with the semaiving BO% being unchanged eprosartan.
Eprosantan is not metabolized by cytochrome P450 enzymes.
Herochioroihiaade

azide is not K rapidly by the kidney. Al leasi 61 percent of the
eddouseﬁnmwuwwmm?lhmrs
Distridetion

istered once Galy. In 3 direct comparison of 200 Mg 10 400 mg b.a.d. with 400 mp 10 800 mg q.d. of
TEVETEN®, eftects at trough ware simitar. Pabients treated with TEVETEN® af doses of 200 mg to 400 mg
mmmwmmuaunmsymkwmmmmnm
from placebo of 7-10/4-6 mmig.
Peak (1 10 3 hours) effects were unitormly, but moderaiely, larger Bhan trough effects with b.1.d. dosing,
with the rough-to-peak Rtic for diastolic iood pressure 55% 10 80%. v the once-dady dose-response
Study, Wouph-10-peak response of < 50% were observed 3 some doses (incuding 1200 Mg). suggesting
tiemuation of efiect 2l the end of the dasing interval
The antitypertensive eftect of TEVETEN® was siumitar in men and women, bt was somewhat smaller in
patients over 65. There were 100 few black Subjects [0 Getertnine whethes their response was simitas 10
Cavcasians. In general, blacks (usually 2 Jow renin poputation} have had smaller sesponses to ACE
inhib#ors and angéolensin I nhibitors an Caucasian populations.
Angiowensin-convesting enzyme (ACE) inhidblior-incuced cough (3 dry. persisient cough) Can lead ¥ o~
Continuation Of ACE inhibhor herapy. jn one siudy, patients who had coughed while 1king an
ACE mhiditor we-e irz2ie0 with eprosartan. an ACE inhiditor {enska3ri) o ac=D2 bor sz weeks The nei-
denct of dry. persisient cough was 2.2% on epeosastan. 4 4% on placebo, and 20.5% on the ACE sivibitor.
0,008 lor the comparison of eprosartan with enalaprit in 3 scond study comparing e madence of
cough in 259 patients freated with eprosartan s 261 patients ireatea wilh the ACE wbitior crataped. The
incidence of dry. persistent cough in eprosartan-treated patients (3.5%) was sniicantly lowet (£-0.018)
han 1hat observed in patients Wrzated with the ACE inhibitor (5.4%). ID 200ON. analysss of overall data
1rom six Souble-Ding clinicai irisls involving 1 554 gatients showed an incidence of sponLaneously report-
£d cough in patients ireated with eprosartan of 3.5%, similar lo placebo {2 6%)

fomsarian
Pasma proten binding of eprosanan is high (appraximately 98%) and consiant over the
range achieved with ihesapeutic doses.

ARer oral ademinisiration of ydrochiorothiazide, dwresis beging within 2 howrs. peaks w1 2Dout 4 howrs.
200 2Sts 2bout 6 10 12 hours.
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